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Polv -ADP-ribose polymerase (PARP) is one of the proteins whose proteolytic degradation is 
stimulated in a variety of cells undergoing apoptosis (Kaufmann et al., ibid.; Lazebnik et al., 
Nature 371:346-347 1994; Tewari et al., ibid.). As shown schematically in FIG. 1, in apoptotic 
cells the approximately 1 15 kDa PARP is preferentially cleaved at a single site, generating an 
NH.sub.2 -terminal fragment of about 30 kDa and a COOH-terminal derivative of approximately 
85 kDa (apparent molecular weights as determined by SDS polyacrylamide gel electrophoresis; 
Kaufmann et al., ibid; Lazebnik et al., ibid.). The five residues immediately NH.sub.2 -terminal to 
the cleavage site are completely conserved in PARP from several vertebrate species, whereas the 
residues immediately COOH-terminal to the cleavage site are divergent (Cherney et al, Proc. 
Natl. Acad. Sci. USA 84:8370-8374 1987; Saito et al., Gene 90:249-254 1990; Huppi et al., Nuc. 
Acids Res. 17:3387-3401 1989; Ittel et al., Gene 102:157-164 1991; Lazebnik et al., ibid.). 

One of the most readily observable cellular phenomena induced by DIME is a blockade in M 
phase (FIGS. 1 1 and 13), very similar to the action of colcemid or especially vinca alkaloids, 
which can be replaced by DIME. Late effects (5-days) of DIME, as illustrated by DNA- 
fluorescence hybridization with probes to chromosomes 1, 2, 7, 1 1 and 19, are the result of a 
accumulation of chromosomes, due to the failure of cell division. DIME has no apparent direct 
effect on DNA. The cuts in double -stranded DNA (FIG. 12 in Mendeleyev et al., 1997, "Structural 
specificity and tumoricidal action of methyl-3,5-diiodo-4-(4'-methoxyphenoxy) benzoate (DIME)" 
Int. J. Oncology 10:689-695, are downstream consequences of the interaction of DINE with cancer 
cells and most probably reflect the upregulation of DNA endonucleases that are de -poly - ADP- 
ribosylated in DIME-treated cells by way of an indirect activation of poly (ADP-ribose) 
glycohydrolase (footnote I in ref 1). Endonuclease activation may not be the only single 
provocation of programmed cell death by DIME, since it is known that diverse molecular 
mechanisms can lead to apoptosis Wertz et al., 1996, "Diverse Molecular Provocation of 
Programmed Cell Death. " TIBS 21:359-364. Development of an abnormal mitotic spindle in 
DIME- treated cells points to an initiating cellular action of DIME on the tubulin system, that is 
well known to play a pivotal role in cytokinesis, Murray et al., 1993, "The Cell Cycle: An 
Introduction.," Oxford University Press, New York. 

In the nematode C. elegans, deletion or mutation of a single gene, ced-3, abolishes apoptotic 
death.sup.5. When sequenced, ced-3 was found to be homologous to the gene for mammalian 
interleukin-l.beta. converting enzyme (ICE).sup.6, which encodes a protease whose only known 
function is the cleavage of the inactive 31 kDa proIL-l.beta. cytokine precursor to the active 17 
kDa form. How the apoptotic role of an ICE-like protease in mammalian cells can be accounted 
for, given the commitment of ICE to IL-1 .beta, formation and the finding that apoptosis occurs 
normally in ICE-deficient mice.sup.29, has become more obvious with the discovery of four other 
mammalian ICE/CED-3-like proteases (ICE.sub.rel -II, ICE.sub.rel -111, ICH-1 and 
CPP32).sup.23-26 and the observation that polv (ADP-ribose) polymerase (PARP), a key enzyme 
in the coordination of genome structure and integrity, is functionally inactivated by a protease 
resembling ICE (prICE) at the onset of apoptosis.sup.19. We have demonstrated that prICE is in 
fact apopain/CPP32 and that apopain/CPP32 is the specific ICE/CED-3-like cysteine protease that 
cleaves PARP in mammalian cells . The central role played by apopain/CPP32 in mammalian cell 
death is further substantiated by potent and selective inhibitors which prevent apoptosis from 
occurring in vitro. These findings together with the sequence relationship between the apopain 
proenzyme, CPP32, and CED-3 suggests that CPP32 and its proteolytically active form, apopain, 
may be the human equivalent of CED-3. The pharmacological modulation of apopain activity may 
therefore be an appropriate point for therapeutic intervention in pathological conditions where 
inappropriate apoptosis is prominent. 



25/3 ,K/1 (Item 1 from file: 5) Links 

Fulltext available through: custom link USPTO Full Text Retrieval Options 
Biosis Previews(R) 

(c) 2007 The Thomson Corporation. All rights reserved. 
16183835 Biosis No.: 200100355674 

Vascular endothelial growth factor (VEGF) is a target for gene therapy in bladder cancer 
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Signaling pathways involved in the inhibition of epidermal growth factor receptor by erlotinib in 
hepatocellular cancer. 

Huether Alexander; Hopfher Michael; Sutter Andreas P; Baradari Viola; Schuppan Detlef; Scherubl Hans 
Charite-Universitatsmedizin Berlin, Campus Benjamin Franklin, Medical Clinic I, Gastroenterol ogy/Infectious 
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Journal Code: 100883448 
Publishing Model Print 

Document type: Journal Article; Research Support, Non-U. S. Gov't 
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Main Citation Owner: NLM 
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...transducer of activation and transcription (STAT)-mediated signaling which led to an altered expression of 
apoptosis and cell cycle regulating genes as demonstrated by cDNA array technology. Overexpression of 

proapoptotic factors like caspases Bcl-2, Bcl-X(L) or jun D accounted for erlotinib's potency to induce 

apoptosis. Downregulation of cell cycle regulators promoting the Gl/S-trarisition and overexpression of 

cyclin-dependent kinase inhibitors and on the under-standing of the mechanisms of action of 

EGFR-TK-inhibition in HCC-cells and thus might facilitate the design of combination therapies that act additively 
or synergistically. Moreover... 
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Optimization of radiation controlled gene expression by adenoviral vectors in vitro. 

Anton Martina; Gomaa Iman E O; von Lukowicz Tobias; Molls Michael; Gansbacher Bernd; Wurschmidt Florian 
Institut fur Experimentelle Onkologie & Therapieforschung, Munchen, Germany, m.anton@lrz.tu-muenchen.de 
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...expression in the absence of irradiation (IR) in an adenoviral vector. Rat rhabdomyosarcoma R1H tumor cells 
were infected with adenoviral vectors expressing either EGFP or HSV-TK under control of the murine EGR-1 
promoter/enhancer. Cells were irradiated at 0-6 Gy. Gene expression was determined by FACS-analysis (EGFP), 

or sequence and was introduced upstream or upstream and downstream of the expression cassette. Infected R1H 

cells displayed IR dose-dependent EGFP expression. Cells treated with IR, AdEGRTK and ganciclovir displayed a 
survival of 17.3% (6 Gy... 
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Growth differentiation factor-15/macrophage inhibitory cytokine- 1 induction after kidney and lung injury. 
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...an early mediator of the injury response in kidney and lung that might regulate inflammation, cell survival, 
proliferation, and apoptosis in a variety of injured tissues and disease processes. 
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Cell cycle-related signaling pathways modulated by peripheral benzodiazepine receptor ligands in colorectal 
cancer cells* 

Maaser Kerstin; Sutter Andreas P; Krahn Antje; Hopfher Michael; Grabowski Patricia; Scherubl Hans 
Medical Clinic I, Charite-Universitatsmedizin Berlin, Campus Benjamin Franklin, 12200 Berlin, Germany. 
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Cell cycle-related signaling pathways modulated by peripheral benzodiazepine receptor ligands in colorectal 
cancer cells. 

Specific ligands of the peripheral benzodiazepine receptor (PBR) have been shown to induce both apoptosis 
and G1/G0 cell cycle arrest in colorectal cancers. The signaling pathways leading to cell cycle arrest are still 
unknown. Using cDNA array technology, we identified signaling molecules involved in cell cycle arrest 

induced by the PBR ligands FGIN-1-27 and PK 11195. Differential gene the upregulation of the 

cyclin-dependent kinase inhibitors p21WAFl/CIPl and p27Kipl, cdcl6, and the cell cycle inhibitors gadd45 
and gad d 153, the downregulation of the cyclins Dl and Bl, as well as the inactivation of ERK1/2. The 
p21- deficient colorectal cancer cell line HCT116 p21-A was significantly less sensitive to PBR ligands than the 
parental HCT116 wild-type cells, demonstrating the functional involvement of p21WAFl/CIPl in PBR 
ligand-mediated Gl arrest. This study thus revealed PBR ligand-triggered signaling pathways leading to cell 
cycle arrest. Moreover, we showed the functional implication and interaction of differentially expressed gene 
products... 
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Genomic organization and expression of mouse Tptl gene. 
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...encoded by a gene (Tptl) that is highly conserved throughout phylogeny. TCTP is implicated in cell growth, acute 
allergic response, and apoptosis. In the present study, seven putative Tptl genes with different chromosomal 
localizations were identified in. . . 

; ...Untranslated Regions; Animals; Base Sequence; Chromosomes; Molecular Sequence Data; Phosphotransferases 
(Alcohol Group Acceptor)~metabolism— ME ; Poly A; Promoter Regions (Genetics); Pseudogenes; RNA, 
Messenger; Repetitive Sequences, Nucleic Acid; Saccharomyces cerevisiae Proteins -metabolism... 
Chemical Name: ...Untranslated Regions; RNA, Messenger; Saccharomyces cerevisiae Proteins; Tumor Markers, 
Biological; translationally controlled tumor protein, p23; Poly A; Phosphotransferases (Alcohol Group Acceptor); 
TPT1 protein, S cerevisiae 



25/3,K/7 (Item 6 from file: 155) Links 

Fulltext available through: custom link USPTO Full Text Retrieval Options American Association for the 
Advancement of Science (AAAS) 
MEDLINE(R) 

(c) format only 2007 Dialog. All rights reserved. 
14053418 PMID: 12471261 

Regulation of spermatogenesis by testis-specific, cytoplasmic poly(A) polymerase TPAP. 
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Spermatogenesis is a highly specialized process of cellular differentiation to produce spermatozoa. This 

differentiation process accompanies morphological changes that are controlled by a display impaired expression 

of haploid-specific genes that are required for the morphogenesis of germ cells. The TPAP deficiency also causes 
incomplete elongation of poly(A) tails of particular transcription factor messenger RNAs. Although the overall 
cellular level of the transcription factor TAF10 is unaffected, TAF10 is insufficiently transported into the nucleus of 
germ cells. We propose that TPAP governs germ cell morphogenesis by modulating specific transcription factors at 
posttranscriptional and posttranslational levels. 
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A functional gene discovery in the Fas-mediated pathway to apoptosis by analysis of transiently expressed 
randomized hybrid-ribozyme libraries. 

...novel system for isolation of genes in the Fas- and TNF-alpha-mediated pathways to apoptosis using 
poly(A)-connected hammerhead ribozyme libraries with randomized substrate-binding arms at both the... 
...in this study we adopted transiently expressed hybrid ribozymes. In the case of Fas-mediated apoptosis, 
when we transiently introduced these hybrid-ribozyme libraries into Fas-expressing HeLa cells, we were able 
to isolate surviving clones that were resistant to or exhibited a delay in Fas-mediated apoptosis. We identified 
many pro- apoptotic genes and novel genes using this strategy with these transiently expressed 
hybrid-ribozyme libraries. In... 
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Autoregularion of NFATcl/A expression facilitates effector T cells to escape from rapid apoptosis. 
Threshold levels of individual NFAT factors appear to be critical for apoptosis induction in effector T cells. In 

these cells, the short isoform A of NFATcl is induced to high levels due to the autoregularion longer 

NFATcl/B+C isoforms. Contrary to other NFATs, NFATcl/A is unable to promote apoptosis, suggesting that 

NFATcl/A enhances effector functions without promoting apoptosis of effector T cells. 
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The mRNA of the translationally controlled tumor protein P23/TCTP is a highly structured RNA, which 
activates the dsRNA-dependent protein kinase PKR. 
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The dsRNA-activated protein kinase PKR is involved in signal transduction pathways that mediate cellular 
processes as diverse as cell growth and differentiation, the stress response, and apoptosis. PKR was originally 
described as an interferon-inducible elF2alpha kinase involved in the antiviral defense mechanism of the cell The 
interaction of the kinase with specific viral RNAs has been studied in much detail, but information about cellular 
mRNAs, which are able to bind and activate PKR, is scarce. In search for such cellular mRNAs, we developed a 
cloning strategy to identify individual mRNA species from the dsRNA-rich fraction of Daudi cell poly(A)-!- RNA. 

Two out of five cDNA clones we obtained contained sequences derived from to bind to PKR in vitro and in vivo. 

Transient transfection experiments in human 293 cells showed that coexpression of full-length P23 mRNA leads to 

partial inhibition of the expression this inhibition, indicating that it is mediated by PKR. Studies on P23/TCTP 

expression in cells from PKR-knockout mice suggest that P23/TCTP mRNA translation is regulated by PKR. 
Hence... 
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Induction of multidrug resistance in MOLT-4 cells by anticancer agents is closely related to increased 
expression of functional P-glycoprotein and MDR1 mRNA. 
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Induction of multidrug resistance in MOLT-4 cells by anticancer agents is closely related to increased 
expression of functional P-glycoprotein and MDR1... 

...MOLT-4 sublines. METHODS: The MDR sublines were developed by exposing the parental MOLT-4 cells 
to stepwise increasing concentrations of anticancer drugs daunorubicin (DNR), vinblastine (VBL) and 

doxorubicin (DOX). Degrees function was evaluated in terms of rhodamine 123 (Rhl23) accumulation and 

efflux. The percentage of cells undergoing apoptosis was determined by flow cytometry after staining with 

annexin V-FITC and propidium iodide. The fold resistance to the anticancer reagents DNR, VBL and 

DOX as compared to the parental cell line. The highest MDR was expressed in MOLT-4/DNR cells, which 

was overcome by the P-gp modulator, cyclosporin A (CsA). The resistant sublines showed resistance, and 

these were completely reversed in the presence of 8 microM CsA. The decreased apoptotic response in these 

cell lines was clearly associated with the degree of drug resistance. P-gp antigen and MDR1 both the 

MOLT-4/DNR and MOLT-4/DOX sublines. Less-resistant MOLT-4/VBL cells expressed lower levels of 
MDR1 mRNA and P-gp, even though the cell line was established by exposing the parental MOLT-4 cells to 
VBL for longer (5 months) than to the other two reagents (3 months). CONCLUSIONS: MOLT-4 cells were 
able to acquire a high level of drug resistance by culturing the cells in the presence of certain anticancer 

drugs, and acquisition of the resistance was relatively reagent MDR1 mRNA and functional P-gp, and 

were also associated with a decreased response to apoptosis. 
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Hypophosphorylation of poly(A) polymerase and increased polyadenylation activity are associated with 
human immunodeficiency virus type 1 Vpr expression. 
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...protein, viral protein R (Vpr) is responsible for several biological effects in HIV- 1 -infected cells including nuclear 
transport of the preintegration complex, activation of long terminal repeat (LTR)-mediated transcription, and the 
induction of cell-cycle arrest and apoptosis. Vpr's ability to arrest cells at the G2 phase of the cell cycle is due to the 
inactivation of p34(cdc2) cyclin B complex, resulting in hypophosphorylation of substrates involved in cell-cycle 

progression from G2 to mitosis (M). Poly(A) polymerase (PAP), the enzyme responsible for catalytic activity. 

We investigated the effects of Vpr on the activity of PAP in Jurkat cells using a superinfection system. 
Superinfection of cells using Vpr+ vesicular stomatitis virus G protein (VSV-G)-pseudotyped virus caused a 
complete dephosphorylation of PAP. Cotransfection studies in 293T cells and Xenopus oocyte RNA injection 
experiments mirrored these effects. Vpr's dramatic effect on PAP ... 
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Germ cell differentiation and synaptonemal complex formation are disrupted in CPEB knockout mice. 
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Germ cell differentiation and synaptonemal complex formation are disrupted in CPEB knockout mice, 
•••oocytes that were arrested at the pachytene stage, Male CPEB null mice also contained germ cells arrested 
at pachytene* The germ cells from the knockout mice harbored fragmented chromatin, suggesting a possible 

defect in homologous chromosome adhesion. the null mice. Synaptonemal complexes were not detected in 

these animals. CPEB therefore controls germ cell differentiation by regulating the formation of the 
synaptonemal complex. 
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Modulation of gene expression by (-)-epigallocatechin gallate in PC-9 cells using a cDNA expression array. 
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Modulation of gene expression by (-)-epigallocatechin gallate in PC-9 cells using a cDNA expression array, 
•••the effects of (-)-epigallocatechin gallate (EGCG) on expression of 588 genes in human lung cancer cell line 
PC-9 cells, using a human cancer cDNA expression array. The levels of gene expression in non-treated control 
cells, and cells treated with EGCG alone, with the tumor promoter okadaic acid alone, and with EGCG plus... 
...over 2.0 fold) by comparing with the levels of control. Non-treated PC-9 cells expressed 163 genes out of 
588, and EGCG-treated cells induced down-regulated expression of 12 genes and up-regulated expression of 4 
other genes. From a comparison of gene expression in the cells treated with EGCG and in cells treated with 
EGCG plus okadaic acid, we found the following genes commonly affected by EGCG: down-regulation of 
four genes, NF-kappaB inducing kinase (NIK), death-associated protein kinase 1 (DAPK 1), rhoB and 
tyrosine-protein kinase (SKY); up-regulation of... 
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The 5 f -end of hTERT mRNA is a good target for hammerhead ribozyme to suppress telomerase activity. 
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Resistance to TGF-betal correlates with a reduction of TGF-beta type II receptor expression in Burkitt's 
lymphoma and Epstein-Barr virus-transformed B lymphoblastoid cell lines. 
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...type II receptor expression in Burkitt's lymphoma and Epstein-Barr virus-transformed B lymphoblastoid 
cell lines. 

...TGF-betal is a member of a large family of related factors involved in controlling cell proliferation, 
differentiation and apoptosis . TGF-beta ligands interact with a complex of type I and type II transmembrane 

serine via a family of Smad proteins. A panel of over 20 Burkitt's lymphoma (BL) cell lines has been 

compiled including those that are Epstein-Barr virus (EBV) negative, those that the full range of latent 

EBV genes (group III), together with selected EBV-transformed lymphoblastoid cell lines (LCLs). Most of the 
EBV-negative and group I BL cell lines underwent apoptosis or a G(l) arrest in response to TGF-betal 
treatment. In contrast, group III cell lines and LCLs were completely refractory to these effects of 
TGF-betal. All of the cell lines expressed the TGF-beta pathway Smads and the TGF-beta type I receptor. 

Lack. of TGF-beta type II receptor expression. Studies of EBV-converted and stably transfected BL cell 

lines demonstrated that the EBV gene LMP-1 is neither necessary nor sufficient to block... 
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Candidate tumor suppressor RIZ is frequently involved in colorectal carcinogenesis. 

Chadwick R B; Jiang GL; Bennington G A; Yuan B; Johnson C K; Stevens M W; Niemann T H; Peltomaki P; 
Huang S; de la Chapelle A 

Division of Human Cancer Genetics and Department of Pathology, Ohio State University, Comprehensive Cancer 
Center, Columbus, OH 43210, USA. 

Proceedings of the National Academy of Sciences of the United States of America ( UNITED STATES ) Mar 14 
2000 , 97 (6) p2662-7 , ISSN: 0027-8424-Print Journal Code: 7505876 
Contract/Grant No.: CA67941; CA; NCI; CA82282; CA; NCI; P30CA16058; CA; NCI; + 
Publishing Model Print 

Document type: Journal Article; Research Support, Non-U. S. Gov't; Research Support, U.S. Gov't, P.HS. 
Languages: ENGLISH 
Main Citation Owner: NLM 
Record type: MEDLINE; Completed 

...in 9 of 24 (37.5%) primary tumors and in 6 of 1 1 (54.5%) cell lines; in 2 cell lines the mutation was 

homozygous/hemizygous. The mutations apparently were selected clonally in tumorigenesis, because with other 

proteins or with RIZ itself (oligomerization). Four of eleven microsatellite-unstable colorectal cancer cell lines, three 
of which had frameshifts, showed reduced or absent mRNA expression of RIZ1. In a cell line that is 
homozygous/hemizygous for the typical frameshift mutation, immunoblotting showed truncated RIZ protein, 
whereas adenovirus-mediated RIZ1 expression caused G(2)/M arrest and apoptosis. We propose that RIZ is a target 
of the observed lp alterations, with impairment of... 
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eIF4 initiation factors: effectors of mRNA recruitment to ribosomes and regulators of translation. 
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...activity, especially through the phosphoinositide 3-kinase (PI3K) and Ras signaling pathways. Viral infection and 
cellular stresses also affect eIF4F function. The recent determination of the structure of eIF4E at atomic... 
...translation is initiated and regulated. Evidence suggests that eIF4F is also implicated in malignancy and apoptosis. 
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Marked differences between avian and mammalian testicular cells in the heat shock induction and 
polyadenylation of Hsp70 and ubiquitin transcripts. 
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Marked differences between avian and mammalian testicular cells in the heat shock induction and 
polyadenylation of Hsp70 and ubiquitin transcripts. 

Mammalian male germ cells undergo apoptosis at the body's internal temperature of 37 degrees C. Birds, 

however, are unique among maintain an efficient avian spermatogenesis at elevated temperatures we 

compared, in mouse and chicken testicular cells, the expression of genes that are essential for stress 
resistance: Hsp70 and ubiquitin. While the expression of Hsp70 and ubiquitin did not change upon heat shock 
in mouse testicular cells, both the amount and polyadenylation of Hsp70 and ubiquitin transcripts increased 
when male germ cells from adult chicken testis were exposed to elevated temperatures. 
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Several novel transcripts of glyceraldehyde-3-phosphate dehydrogenase expressed in adult chicken testis. 
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...in addition to being a classic glycolytic enzyme, is a multifunctional protein involved in relevant cell functions 
such as DNA replication, DNA repair, translational control of gene expression, and apoptosis Although the 

multifunctional nature of GAPDH suggests versatility in the mechanisms regulating its expression, no GAPDH 

transcripts increased in mature testis in relation to immature testis and further increased when cell suspensions from 
mature testis were exposed to heat shock. These results suggest that alternative initiation... 
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Grb2 and its apoptotic isoform Grb3-3 associate with heterogeneous nuclear ribonucleoprotein C, and these 
interactions are modulated by poly(U) RNA. 

Romero F; Ramos-Morales F; Dominguez A; Rios R M; Schweighoffer F; Tocque B ; Pintor-Toro J A; Fischer S; 
Tortolero M 

Institut Cochin de Genetique Moleculaire, U363 INSERM, Hopital Cochin, 27 rue du faubourg Saint Jacques, 75014 
Paris, France, romero@icgm.cochin.inserm.fr ^ 
Journal of biological chemistry (UNITED STATES) Mar 27 1998, 273 (13) p7776-81 , ISSN: t/^ 
0021-9258-Print Journal Code: 2985 12 1R 
Publishing Model Print 

Document type: Journal Article; Research Support, Non-U. S. Gov't 
Languages: ENGLISH 
Main Citation Owner: NLM 
Record type: MEDLINE; Completed 

Grb2 and its apoptotic isoform Grb3-3 associate with heterogeneous nuclear ribonucleoprotein C, and these 
interactions are modulated by... 

...nucleus. In addition, coimmunoprecipitation experiments demonstrate that Grb2.hnRNP C complexes exist 
in intact hematopoietic cells. The carboxyl-terminal SH3 domains of Grb2 and Grb3-3 are primarily 
responsible for the... 
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Demonstration of apoptotic cells in tissue sections by in situ hybridization using digoxigenin-labeled poly(A) 
oligonucleotide probes to detect thymidine-rich DNA sequences. 
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Demonstration of apoptotic cells in tissue sections by in situ hybridization using digoxigenin-labeled poly(A) 
oligonucleotide probes to... 

The recognition of apoptotic cells by morphological appearance alone may be difficult. We have investigated 
the use of in situ hybridization (ISH) with digoxigenin-labeled poly(A) probes to detect apoptotic cells in 
tissue sections. This method was compared to conventional morphologic assessment and in situ end-labelling 
(ISEL) in a range of tissues in which apoptosis is known to occur. ISH with poly(A) probes detected apoptotic 
nuclei in all tissues in which there was evidence of apoptosis as judged by conventional histology. ISH and, to 
a lesser extent, ISEL preferentially labeled shrunken but still intact nuclei with margination of chromatin, 
presumably at an early stage of apoptosis. The poly(A) hybridization was abolished by pretreatment of tissue 
sections with DNAse. After denatu ration of DNA, poly(A) hybridized to nuclei in all cells. No convincing 

hybridization signal was detected in alcohol-fixed or fresh-frozen sections. Both ISEL ISH with poly(A) 

oligonucleotide probes offers a simple alternative to ISEL for detection of cells in early stages of apoptosis. 

These probes hybridize to thymidine-rich sequences of DNA in the highly repeated Alu sequences become 

available for hybridization after formalin fixation and paraffin embedding as a result of the apoptosis-related 
increase in the susceptibility of nuclear DNA to denaturation. 
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Human leukemia K562 cell mutant (K562/OA200) selected for resistance to okadaic acid (protein 
phosphatase inhibitor) lacks protein kinase C-epsilon, exhibits multidrug resistance phenotype, and expresses 
drug pump P-glycoprotein. 
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Human leukemia K562 cell mutant (K562/OA200) selected for resistance to okadaic acid (protein 
phosphatase inhibitor) lacks protein kinase... 

A human leukemia K562 cell mutant (K562/OA200) selected for resistance to okadaic acid (OA), an inhibitor 
of protein phosphatases 1 and 2A (PP1/PP2A), has been established. In wild type cells, the cytotoxicity of OA 
was associated with mitotic arrest and concentration- and time-dependent DNA fragmentation, a hallmark of 

apoptosis. The mutant was 100-fold more resistant to OA in terms of effects on these .wild type. Northern 

blot analysis confirmed an absence of PKC-epsilon mRNA in the mutant cells. The OA200 cells were 

cross-resistant not only to another PP1/PP2A inhibitor, calyculin A, but also to an alkylphospholipid. 

Cardiotoxih, at a subtoxic concentration, enhanced by 6-fold vinblastine cytotoxicity in OA200 cells. These 

findings indicate that the multidrug resistance phenotype can be induced by cytotoxic agents other... 
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Enhanced expression of p53 mRNA and protein in the regressing rat ventral prostate gland. 
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...p53 mRNA correlated with increased detection of p53 protein in nuclei of regressing prostate epithelial cells. 
Immunohistochemical staining with anti-p53 antibody was strongly reactive for epithelial nuclei in castrated 

glands. contrast to the upregulation of p53 in regressing prostate glands with a large proportion of apoptotic 

cells, expression of p53 mRNA was decreased in rat prostate glands that were stimulated to regrow... 
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Immunomodulator effects on the Friend virus infection in genetically defined mice. 
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...genetically defined mice, the FV disease results in splenomegaly, early production of high titers of cell-associated 
and plasma virus, high levels of splenic viral RNA, increased hematocrit, and eventual death. As the disease 
progresses, reduced levels of infectious virus correlate with development of specific antibody; reduction in T cell 
populations, increase in B cells, and decrease in T-cell function also occur. The following immunomodulators were 
evaluated, listed in the order of their ability... 

; ...immunology-IM; Mice; Mice, Inbred A; Mice, Inbred Strains; Poly I-C -therapeutic use--TU; Poly 
U~ therapeutic use— TU 

Chemical Name: Adjuvants, Immunologic; Antiviral Agents; Hexanones; Immunosuppressive Agents; Poly I-C; 
Poly U; ampligen; bropirimine; 4-imino-l,3-diazabicyclo(3.1.0)hexan-2-one; Cytosine 



25/3,K/26 (Item 25 from file: 155) Links 
Fulltext available through: USPTO Full Text Retrieval Options 
MEDLINE(R) 

(c) format only 2007 Dialog. All rights reserved. 
09754874 PMID: 7689129 

Mutant H-ras over-expression inhibits a random apoptotic nuclease in myeloid leukemia cells. 
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Mutant H-ras over-expression inhibits a random apoptotic nuclease in myeloid leukemia cells. 
Cell suicide, or apoptosis, is now recognized as an essential regulatory step in such diverse developmental 
processes as embryogenesis, thymocyte restriction, and hematopoiesis. One of the major features of apoptosis 
is the activation of an endogenous nuclease that cleaves DNA into nucleosomal fragments. Little is known 
about the activation or specificity of the apoptotic end o nuclease. In this study, we investigated signalling 
pathways and the specificity of the apoptotic nuclease. We found that forced over-expression of activated 
H-ras inhibited activation of the apoptotic endonuclease. Since a high percentage of myelodysplasias and 

leukemias have mutations that activate ras, this endonuclease. Interestingly, protein synthesis inhibition 

stimulated the endonuclease activity. In addition, by cloning and sequencing apoptotic fragments we found 
that the apoptotic nuclease has no sequence specificity. Thus, the apoptotic nuclease inhibited by H-ras 
over-expression was random in nature. 
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Treatment of lethal Pichinde virus infections in weanling LVG/Lak hamsters with ribavirin, ribamidine, 
selenazofurin, and ampligen. 
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...with virus, causing mortality in 6-9 days. High virus titers (> or = 10(7.5) cell culture infectious doses/g) were 
present in visceral organs, serum, brain and salivary glands near the time of death. Intraperitoneal treatments with 

ribavirin (10 and 32 mg/kg) and ribamidine (32, 100, and 320 the lethal infection nor increased mean survival 

times. In fact, selenazofurin was overtly toxic, causing death of uninfected hamsters at 32 and 100 mg/kg. The 
random-bred LVG/Lak hamster. . . 
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Changes in brain gene expression in schizophrenic and depressed patients. 
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...10 subjects) and used to direct the in vitro translation of radiolabeled protein in a ceil-free reticulocyte-lysate 

system. Protein species were analysed on two-dimensional gels. Over 200 products 1). None of these changes 

was a function of post-mortem delay or mode of death. It is quite likely that such protein species reflect the 
abundance of specific mRNAs and. . . 
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Changes in relative levels of specific brain mRNA species associated with schizophrenia and depression. 
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Total cellular polyadenylated RNA (poly(A)+ RNA, mRNA) was prepared after guanidinium thiocyanate extraction 

of frozen brain differently in schizophrenia (reduced) and depression (increased). The effects of post mortem 

delay, mode of death and drug treatment on mRNA composition were also examined and found not to affect the... 
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Thyroid expression of an A2 adenosine receptor transgene induces thyroid hyperplasia and hyperthyroidism. 
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Cyclic AMP (cAMP) is the major intracellular second messenger of thyrotropin (TSH) action on thyroid cells. It 

stimulates growth as well as the function and differentiation of cultured thyrocytes. The adenosine has been 

shown to promote constitutive activation of the cAMP cascade when transfected into various cell types. In order to 
test whether the A2 receptor was able to function similarly in vivo and to investigate the possible consequences of 
permanent adenylyl cyclase activation in thyroid cells, lines of transgenic mice were generated expressing the canine 

A2 adenosine receptor under control of expression of the A2 adenosine receptor transgene promoted gland 

hyperplasia and severe hyperthyroidism causing premature death of the animals. The resulting goitre represents a 
model of hyperfunctioning adenomas: it demonstrates that constitutive activation of the cAMP cascade in such 
differentiated epithelial cells is sufficient to stimulate autonomous and uncontrolled function and growth. 
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Stability of messenger RNA in postmortem human brains and construction of human brain cDNA libraries. 
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...RNA were not changed significantly during postmortem periods either in mouse brains or human brains. 
Cell-specific cDNA probes were used to evaluate postmortem stability of poly(A)(+)-RNA in each cell type in the 

central nervous system. We used neuron-specific enolase (NSE), S-100 beta astrocyte, or oligodendrocyte can be 

isolated from postmortem brains for up to 12 hours after death. Using poly(A)(+)-RNA thus isolated from two 
postmortem human brains, we constructed directional cDNA... 
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[Modification of the poly G-poly C complex by incorporation of adenosine in the purine chain] 

O modifikatsii kompleksa poli(G)-poli(Ts) vkliucheniem adenozina v purinovuiu nit'. 
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...poly(G,A) . poly(C) and poly(G) . poly(C) was studied in mice and cell cultures. Three out of 4 complexes of 
poly(G,A) . poly(C) had insignificant antiviral and interferonogenic activity in chick embryo cells. One of the 
complexes induced low levels of interferon production in mice and decreased the rate of their death from 
experimental forest-spring encephalitis. The activity of poly(G) . poly(C) in the above cell systems was much more 
pronounced. Unlike this complex, some complexes of poly(G,A) . poly(C) showed a noticeable activity in the cells 
of Primates. The effect of the noncomplementary base in the purine thread of poly(G... 
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Effects of neonatal thymectomy and splenectomy on survival and regulation of autoantibody formation in 
NZB/NZW Fl mice. 
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...9 months), and male anti-Poly A (1 1 months). Both thymectomy and splenectomy caused earlier death in male 

mice, whereas females lived significantly longer after thymectomy. Neonatal thymectomy in males caused male 

mice. These results suggest that the newborn BAV thymus and spleen contain regulatory cells and/or factors exerting 
different controlling influences on spontaneous antibodies to DNA and Poly A. Male BAV mice appear to be under 
the regulatory influence of suppressor cells, whereas the predominant regulation in female BAV mice appears to be a 
helper effect. 
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Anti-viral activity of single-stranded homopolynucleotides against encephalomyocarditis virus and Semliki 
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...time when untreated controls even in a strain of mouse in which the time of death is not dependent on the dose of 
virus given. No circulating interferon is found after... 
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